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Claims 

1. A serine protease inhibitor compound of formula (I) 




(I) 

wherein: 

E.2 is a 5 or 6 membered aromatic carbon ring optionally 
interrupted by a nitrogen, oxygen or sulphur ring atom, 

Hlq optionally being substituted in the 3 and/or 4 position (in 

D 

Q relation to the point of attachment of X-X) by halo, nitro, 
jij thiol, haloalkoxy, hydrazido, alkylhydrazido, amino, cyano, 
¥* haloalkyl, alkylthio, alkenyl , alkynyl , acylamino, tri or 
-~ dif luoromethoxy, carboxy, acyloxy, MeSC>2- or R^_, or the 
■L15 substituents at the 3 and 4 positions taken together form a 
RJ fused ring which is a 5 or 6 membered carbocyclic or 
J heterocyclic ring optionally substituted by halo, haloalkoxy, 
'■f haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or R^j , and optionally substituted in the position 

2 0 alpha to the X-X group (i.e. 6 position for a six membered 

aromatic ring etc) by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoalkyl, alkoxy or alkylthio 
with the proviso that R 2 cannot be aminoisoquinolyl ; 

each X independently is a C, N, O or S atom or a CO, 
25 CR la , C(R la ) 2 or NR la group, at least one X being C, CO, CR la 
or C(R la ) 2; 

each R la independently represents hydrogen or hydroxyl, 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl alkoxyalkyl, 
alkoxycarbonyl, alkyl aminocarbonyl , alkoxycarbonyl amino, 

3 0 acyloxymethoxycarbonyl or alkylamino optionally substituted by 

hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 

Rl is as defined for Ri a , provided that R-j_ is not 
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unsubstituted aminoalkyl; 

Y (the a- atom) is a nitrogen atom or a CR]^ group; 
Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
5 R 3a or R 3 iX i; 

each R 3a independently is R lc , amino, halo, cyano, nitro, 
thiol, alkylthio, a Iky 1 sulphonyl , alkylsulphenyl , triazolyl, 
iraidazolyl, tetrazolyl, hydrazido, alkylimidazolyl , thiazolyl, 
alkylthiazolyl, alkyloxazolyl, oxazolyl, alkylsulphonamido, 
0 alkylaminosulphonyl, amino sulphonyl , haloalkoxy, haloalkyl, a 
group of the formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is 0 or S; 
and R 11 and R 12 are independently selected from hydrogen, 
methyl or ethyl, or together with the nitrogen atom to which 
they are attached form a pyrrolidin- 1-yl , piperidin-l-yl or 
5 morpholino group) , or -OCH 2 0- which is bonded to two adjacent 
ring atoms in Cy; 

X± is a bond, O, NH or CH 2 ; 

R 3 i is phenyl, pyridyl or pyrimidinyl optionally 
substituted by R 3a ; 
0 R lb' R lc and R lj are as defined for Ri a ; and 

-L-Lp(D) n is of the formula: 




in which R r is -(CH 2 ) C -R C , -CHR e R f , -CH 2 -CHR e R f , 
-CH 2 -CH 2 -CHR e Rf , or R g in which c is 1 or 2; R c is thienyl, 
5 thiazolyl (which may bear an amino substituent) , isothiazolyl , 
oxazolyl, isoxazolyl, pyrazolyl, imidazolyl, pyridyl (which 
may bear an alkyl sulphonyl , aminosulphonyl , 

alkylaminosulphonyl, alkylaminocarbonyl , amino, amido, (1- 
4C) alkoxycarbonyl, carboxy, acetylamino, chloro, fluoro, 
0 cyano, (1-3C) alkyl, trif luoromethyl , methoxy, ethoxy, nitro, 
hydroxy, alkylsulphonylamino, triazolyl or tetrazolyl 
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substituent) , pyriraidinyl , pyridazinyl, pyrazinyl or phenyl 
(which may bea.2: a methyl, methylamino, dimethylamino , carboxy, 
dialkylaminosulphonyl, alkyl sulphonyl , aminosulphonyl , 
a Iky 1 amino sulphonyl , alkylaminocarbonyl , amino, amido, 
5 alkoxycarbonyl , acetylamino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy, alkyl sulphonyl amino, triazolyl or 
tetrazolyl substituent).; each of R e and Rf independently is 
hydrogen or C 1 _ 3 alkyl; or CHR e R f is cyclopentyl (which may 
bear a hydroxy, amino, ( 1-3C) alkoxy , ( 1-3C) hydroxyalkyl , (1- 
10 3C) alkyl, carboxy, methoxycarbonyl or ethoxycarbonyl 

substituent at the 3- or 4 -position) , cyclohexyl (which may 

H- bear a hydroxy, amino, (1-3C) alkoxy, (1-3C) hydroxyalkyl , (1- 

O 

g 3C) alkyl, carboxy, methoxycarbonyl or ethoxycarbonyl 

Jff substituent at the 3- or 4-position) , tetrahydropyran-4 -yl , 

1=40.5 tetrahydrothiopyran-4-yl , pyrrolidin-3 -yl (which may bear a 

hydroxy, amino, (1-3C) alkoxy, (1-3C) hydroxyalkyl , (1-3C) alkyl, 

* carboxy, methoxycarbonyl or ethoxycarbonyl substituent at the 

f!i l-position) , piperidin-4-yl (which may bear a hydroxy, amino, 

jg (1-3C) alkoxy, ( 1 -3 C) hydroxyalkyl , (1-3C) alkyl, carboxy, 

O2 0 methoxycarbonyl or ethoxycarbonyl substituent at the 1- 

fU 

position), or indan-2-yl; and R g is 2 -methyl sulphonylphenyl 
which may bear a 4-fluoro substituent or R g is A, 6 -l,l~ 
dioxobenzo [b] thiophen-7-yl ; 

or a physiologically-tolerable salt thereof; 
25 provided that Lp(D)n is not of the formula (K) : 




(K) 



wherein X 2 is fluoro or hydrogen. 

3 0 c o./v\. j OM^vck (ae-c-crJli "to cl»'. «v\ \ 

2 . A s e ri ne protea s e inhibitor compound o f formul - a (I) 

/ / 
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Cy 



wherein/ 



-4-ffietffee^e4- arom atic carbon ring opti 



ally/ 



;15 



interrupted by a nitrogen, oxygen or sulphur ring atom, 
optionally being substituted in the 3 and/or 4 position /in 
relation to the point of attachment of X-X) by halo, n&tro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido, amino,/ cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl , acylamino/ tri or 
dif luoromethoxy, carboxy, acyloxy, MeS0 2 - or Ri/ or the 
substituents at the 3 and 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted^/ halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or R^j , and optionally substituted in the position 
alpha to the X-X group (i.e. 6^pos/tion for a six membered 
aromatic ring etc) by aminoy- hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, /aminoalkyl , alkoxy or alkylthio 



by aminoi,- hyc 

ami do , 
_ r / 

with the proviso that Ro" caimot be aminoisoquinolyl ; 

each X independently/is a C, N, 0 or S atom or a CO, 
CRi a , C{Ri a )2 or NR^ g^oup, at least one X being C, CO, CR^ a 
or C(R la ) 2 ; 7 

each Ri a independently represents hydrogen or hydroxyl, 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl alkoxyalkyl, 
alkoxycarbonyl/ alkylaminocarbonyl , alkoxycarbonylamino , 
acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 

Ri/is as defined for Ri a , provided that R]_ is not 
unsub^tituted aminoalkyl; 

SJOfi — cfcfeOTft & CR^j-j CflTOUp / 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
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R3 a or phenyl optionally substituted by R3a/ 

each R3 a independently is Ri C / amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazido, alkyl imidazolyl, 
5 thiazolyl, alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkyl sulphonamido, alkylaminosulphonyl , amino s ulphony 1 , 
haloalkoxy and haloalkyl; 



O in which R r is -(CH 2 ) C -R C , -CHR e R f/ -CH 2 -CHR e R f/ or R g in 
p which c is 1 or 2; R c is pyridyl or phenyl (which phenyl may 
jj bear a fluoro, chloro, methyl, CONH 2 , S0 2 NH 2 , 
S! methyl aminosulphonyl , dimethyl aminosulphonyl , methoxy or 
15 methyl sulphonyl substituent) ; each of R e and Rf independently 
is hydrogen or Ci_3alkyl; or CHR e Rf is cyclopentyl (which may 
Jl bear a methyl, ethyl or hydroxymethyl substituent at the 3- or- 
^ 4-position) , cyclohexyl (which may bear a methyl, ethyl or 
hydroxymethyl, (1-3C) alkyl, carboxy, methoxycarbonyl or 
2 0 ethoxycarbonyl substituent at the 3- or 4-position) , 

tetrahydropyran-4-yl , tetrahydrothiopyran-4-yl , pyrrolidin-3 - 
yl (which may bear a 1-methyl substituent) y°r indan-2-yl; ana 
Rg is 2 -methyl sulphonylphenyl which may bear a 4 -fluoro 
substituent or Rg is . X 5 -l, 1-dioxobenzo [b] thiophen-7-yl# . 
25 \pr a phys -i-ojrogjrcall y- t o le rable salt thereof; 

provided that — fa p(D)n is — not of the fo ie mula (K) . 1 




and 



10 
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(K) 

whoroin X2 io fluoro or hydrogen. 

5 3. A compound according to claim 1 wherein -L-Lp(D) n is of 
the formula: 




in which R r is -(CH2) C -R C ; in which c is 2; R c is 
thienyl, thiazolyl (which may bear an amino substituent) , 

10 isothiazolyl , oxazolyl, isoxazolyl, pyrazolyl, imidazolyl, 
pyridyl (which may bear an amino, methoxycarbonyl, carboxy, 
fluoro, cyano, methyl, methyl sulphonyl , amino sulphonyl , 
methylaminosulfonyl, dimethylaminosulf onyl , or trif luoromethyl 
substituent), pyrimidinyl, pyridazinyl, pyrazinyl or phenyl 

15 (which phenyl may bear a fluoro, chloro, cyano, methyl, amino, 
methyl sulphonyl , amino sulphonyl , methyl aminosulphonyl , 
dimethylaminosxilphonyl , methylamino, dimethyl amino, carboxy, 
methoxycarbonyl or methoxy substituent) . 

2 0 4 . ^ A compound according to frny oree -ofe claim^ L tck 3 wherein 
Rc is thiazolyl (which may bear an amino substituent) , 
pyrimidinyl, pyrazolyl, imidazolyl/ pyridyl (which may bear a 
methyl sulphonyl , aminosulphonyl, methylaminosulfonyl, 
dimethylaminosulf onyl , fluoro, cyano, methyl or 

25 trif luoromethyl substituent), pyridazinyl, pyrazinyl or phenyl 
(which phenyl may bear a fluoro, chloro, cyano, methyl, amino, 
methylamino, dimethylamino, carboxy, methoxycarbonyl, 
methyl sulphonyl, aminosulphonyl, methylaminosulfonyl, 
dimethylaminosulf onyl, or methoxy substituent) . 

5 . A compound according to any ono of claim^ 1 to 4 wherein 

r 
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Rc is thiazolyl (which may bear an amino substituent) , 
pyrazolyl, imidazolyl, pyridyl (which may bear a fluoro, 
cyano, methyl or trif luoromethyl substituent) , pyridazinyl or 
pyrazinyl . 

6 . j. A compound according to -any one of claim^ - 1 to 5 wherein 

Rc is thiazol-2-yl, 2-aminothiazol-4-yl , pyrazol-l-yl , 

pyrazol-4-yl , pyridazin-3-yl, imidazol-l-yl , imidazol-4-yl , 

pyrazin-2-yl, pyrid-2-yl, pyrid-3-yl, pyrid-4-yl, 3- 

10 f luoropyrid-4-yl, 2-cyanopyrid-4-yl , 2-methylpyrid-4-yl or 2- 

trif luoromethylpyrid-6-yl . 

l= U U co — l 

P 7. . A compound according to claim 1 wherein -Lp(D)n is of the 
O t t 

hj formula: 
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m i o 

H 

a 
m 



15 



wherein; 

m represents 0 or 1 ; 

X° represents CH or N; and 

when R 3 is present as a substituent on an aromatic ring, 
it is selected from hydrogen, alkyl sulphonyl , amino sulphonyl , 
alkylaminosulphonyl , alkyl aminocarbonyl , amino, amido, 
alkoxycarbonyl , acetylamino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy, al kyl sulphonyl amino , triazolyl and 
tetrazolyl ; and 

when R 3 is present as a substituent on a saturated ring, 
it is selected from hydrogen, hydroxy, amino, ( 1-3C) alkoxy, 
{l-3C)hydroxyalkyl, (1-3C) alkyl, carboxy, methoxycarbonyl and 
ethoxycarbonyl . 

8. A compound according to claim 7 wherein -Lp(D)n is of the 
formula : 
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wherein R± is hydrogen or (l-6C)alkyl. 

9. ^ A compound according to any one of claimg 1 to -C wherein 
R 2 is phenyl, thien-2-yl, naphthyl, indol-2-yl, indol-6-yl, 
benzo [b] furan-5-yl, benzo [b] thiophen-2 -yl or benzimidazol-2-yl 

(each of which is optionally substituted as defined in claim 

1) . 

10. ^ A compound according to any one of claims 1 to 9 wherein 
optional substituents for R 2 are selected from: 

fluoro, chloro, bromo, iodo, nitro, thiol, dif luoromethoxy , 
trif luoromethoxy, hydrazido, methylhydrazido , amino, cyano, 
trifluorbmethyl, methyl thio, vinyl, ethynyl, acetylamino, 
carboxy, acetoxy, hydroxy, methyl, ethyl, amido (C0MH 2 ), 
aminomethyl, methoxy and ethoxy. 

11 A compound according to U n y o ne o£ claim^ 1 to id wherein 
R 2 is selected from one of the formula (A') to (H 1 ) : 
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(P) (G 1 ) 

-CO- 

(H') 

wherein X 4 is O or S, R 13 is selected from hydrogen, 
fluoro, [except for (C)] chloro or methyl and R 14 is selected 
from hydrogen, methyl, ethyl, fluoro, chloro, and methoxy and 
5 R 15 is selected from hydrogen, methyl, fluoro, chloro and 
amino . 

12 . j. A compound according to claim£ L LJ 11, wherein R 2 is 4- 
chlorophenyl , 4 -methoxyphenyl , 3-amino-4-chlorophenyl , indol- 

10 2-yl, 5-chloroindol-2-yl, indol-6-yl, 3-chloroindol-6-yl or 3- 
methylindol - 6 -yl . 

13 . A compound according to any one of claimg 1 to 12 wherein 
t 
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-X-X- is -CONH-. 

^ ^ K "to »<» *■ V«V -to 2.JL 

14 A compound according to any one of claims 1 to 13 wherein 
Y is CH. 

15. A compound according to any -one of claim^ 1 -to 14 wherein 
Cy 'is an optionally R 3a substituted: phenyl, pyridyl , thienyl, 
thiazolyl, naphthyl, piperidinyl, furanyl, pyrrolyl, 
isoxazolyl, isothiazolyl, pyrazolyl, oxazolyl, imidazolyl, 
1,2,4-thiadiazolyl, 1, 3 , 4-thiadiazolyl , pyrimidinyl, 
pyridazinyl, quinolyl, isoquinolyl, benzofuryl, benzothienyl 
or cycloalkyl group, or a phenyl group substituted by R 3 iXi in 
which Xi is a bond, 0, NH or CH 2 and R 3 i is phenyl, pyridyl or 
pyrimidyl optionally substituted by R 3a . 

16 . y\ A compound according to a ny o n e of claims 1 to 14 
wherein Cy is an optionally R 3a substituted: phenyl, pyridyl, 
thienyl, thiazolyl, naphthyl, piperidinyl or cycloalkyl group. 

17 . VV compound — according to any one of claims 1 to IS whercip 
R 3a is selected from hydrogen, hydroxyl, alkoxy, alkyl 
(optionally substituted by hydroxy, alkylamino, alko^T oxo, 
aryl or cycloalkyl) , aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or c^rloalkyl) , 
hydroxyalkyl (optionally substituted by^fydroxy, alkylamino, 
alkoxy, oxo, aryl or cycloalkyl) , ai^oxyalkyl , alkoxycarbonyl , 
alkylaminocarbonyl , alkoxycarbctffyl amino, alkylamino 
{optionally substituted by>4lydroxy, alkylamino, alkoxy, oxo, 
aryl or cycloalkyl) , aarfirio, halo, cyano, nitro, thiol, 
alkylthio, alkyl sjj^phonyl , alkyl sulphenyl , alkyl sulphonamido , 
alkyl amino sulg'nonyl , aminosulphonyl , haloalkoxy, haloalkyl, a 
group of^ferne formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is O or S; 
and B^^and R 12 are independently selected from hydrogen, 

gefeh or with t h e- ' nitrogen atom to whicfr| 
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t-inpy fvtp ritt-ri^hprl fnrnu-a— p.ycra.1 



ctrxct u^n2 ^ 



ring ate 



R3 a is selected from hydrogen, hydroxyl, alkoxy, alkyl 
(optionally substituted by hydroxy, alkylamino, a^soxy, oxo, 
aryl or cycloalkyl) , hydroxyalkyl (optionally^'substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl^r^cycloalkyl) , 
alkoxyalkyl , alkoxycarbonyl , alky^actfonocarbonyl , 
alkoxycarbonyl amino, alkylamirno (optionally substituted by 
hydroxy, alkylamino, aiKoxy, oxo, aryl or cycloalkyl) , 
aminoalkyl ( substituted by hydroxy, alkylamino, alkoxy, oxo, 
aryl or cypioalkyl ) , amino, halo, cyano, nitro, thiol, 
alkyljihio, alkyl sulphonyl, alkyl sulphenyl , alkyl sulphonamido, 
erlkylaminoculphonyl , aminoo ul phonyl , haloalkoxy and haloalkyl | 



19 y. A compound according to any 



e€ claims 



-3r6 wherein 



R3 a is selected from hydrogen, hydroxyl, methoxy, ethoxy, 
-1.20 methyl, ethyl, methylaminomethyl , dimethyl aminomethyl , 
""" hydroxymethyl , carboxy, methoxymethyl , methoxycarbonyl , 

ethoxycarbonyl , methyl aminocarbonyl , dimethylamino- carbonyl , 
aminomethyl, CONH2 , CH2CONH2 , acetylamino, 
methoxy carbonyl amino, ethoxycarbonyl amino , t- 
25 but oxy carbonyl amino, amino, fluoro, chloro, bromo, cyano, 
nitro, thiol, methylthio, methyl sulphonyl , e thy lsul phony 1 , 
methyl sulphenyl , methyl sulphonylami do , ethyl sulphonyl ami do, 
methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trif luoromethoxy, trif luoromethyl , bromo, -OCH2O- (which is 
3 0 bonded to two adjacent ring atoms in Cy) and -C (X 3 )N(R 1:L ) R 12 
(wherein X 3 is O or S and R 11 and R 12 are independently 
selected from hydrogen, methyl or ethyl or together with the 
nitrogen atom to which they are attached form a pyrrol idin-1- 
yl, piperidin-l-yl or morpholino group) . 
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2 0.^ A compound according to any one e € claims 1 to 16 wherein 
R 3a is selected from hydrogen, hydroxy 1 , methoxy, ethoxy, 
methyl, ethyl, methyl aminomethyl , dimethylaminomethyl , 
hydroxymethyl , carboxy, methoxymethyl , methoxycarbonyl , 
ethoxycarbonyl , methylaminocarbonyl , dimethylamino-carbonyl , 
aminomethyl, CONH 2 , CH2CONH2 , acetylamino, 
methoxycarbonylamino, ethoxycarbonylamino, t- 
butoxycarbonylamino, amino, fluoro, chloro, cyano, nitro, 
thiol, methylthio, methyl sulphonyl , ethyl sulphonyl , 
methylsulphenyl, me thyl sulphonyl ami do , ethylsulphonylamido, 
raethylaminosulphonyl , ethyl aminosulphonyl , amino sulphonyl , 
trif luoromethoxy and trif luoromethyl . 

21 y A compound according to any one of claim^ 1 to 14 wherein 
Cy is selected from: 
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wherein : 

X' is selected from O, S and NMe ; 
5 X' 1 is selected from O and S; 

X ,M is selected from 0, S, NH and NMe; 

Y ' is selected from hydrogen, amino and methyl; 

R Q is selected from hydrogen, methyl, fluoro, chloro, 
trifluoromethyl, methoxy, methylthio, methyl sulphinyl and 
10 methyl sulphonyl ; 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trifluoromethyl, methoxy, methylthio, methyl sulphinyl, 
methyl sulphonyl, carboxy, methoxycarbonyl and a group of the 
formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is O or S and R 11 and R 12 
15 are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 
form a pyrrolidin-l-yl , piperidin- 1-yl or morpholino group) ; 
Rp is selected from hydrogen and fluoro; or 
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R Q and R m or R m and R p form an -OCH 2 0- group; or 
R Q and R m together with the ring to which they are attached 
form a 5 or 6 membered aryl or heteroaryl ring (wherein the 
heteroary ring contains 1 or 2 heteroatoms selected from 
nitrogen, oxygen and sulfur) ; 

one of R 0 j_ and R Q 2 is hydrogen and the other is R 0 ; 

22. ^ A compound according to any one o f claim£ 1 to 14 - wherein 
Cy is selected from phenyl, 2-chlorophenyl, 2 -methoxyphenyl , 
4-carbamoylphenyl, pyrid-2-yl, pyrid-4-yl, thien-2-yl, thien- 
3-yl, furan-2-yl, furan-3-yl, imidazol-2-yl , thiazol-2-yl, 
thiazol-4-yl , thiazol-5-yl and quinolin-4-yl . 

23. A compound of the formula: 




or a physiologically-tolerable salt thereof, wherein Cy, R 2 
and R c are as defined in any one of claim/ 1 fe o 22 . 

24. A compound of the formula: 



t 




NHC0R 2 



or a physiologically- tolerable salt thereof, wherein Cy and R 2 
are as defined in any one o - fl claim^ 1 I — 3^. 

25. ^ A compound as claimed in any one of ClaimjJ -1 to 24, in 
which the alpha atom in Y is carbon and has the conformation 
that would result from construction from a D-a-aminoacid 
NH 2" CR lb ( C Y) -COOH. where the NH 2 represents part of X-X. 
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26. A compound as claimed in Claim 1, which is selected from: 
1- (Indole-6-carbonyl-D-phenylglycinyl) -4- [2- (4 -pyridinyl ) - 
ethyl] piperazine; 

5 1- (3-Chloroindole-6-carbonyl-D-phenylglycinyl) - 
4- [2- (4-pyridlnyl) ethyl] piperazine; 

1- (4-Methoxybenzoyl-D-phenylglycinyl) -4- (l-methylpiperidin-4- 
yl ) piperazine ,- 

1- (Indole-6-carbonyl-D-phenylglycinyl) -4- (l-methylpiperidin-4- 
10 yl ) piperazine; 

1- (4-Methoxybenzoyl-D- (2-chlorophenyl) glycinyl) -4- (l -methyl - 
piperidin-4-yl) piperazine ; 

1- (Indole- 6 -carbonyl-D- (2-chlorophenyl) glycinyl) -4- (l -methyl - 
piperidin-4-yl) piperazine; and 
15 1- (4-Methoxybenzoyl-D- {2-trif luoromethylphenyl) glycinyl) -4- (1- 
methylpiperidin-4 -yl ) piperazine ; 
and physiologically-tolerable salts thereof. 

27. A pharmaceutical composition, which comprises a compound 
20 as 'claimed in l any ono ofi Claim^ 1 fco 2-Q together with at least 

one pharmaceutically acceptable carrier or excipient . 

2 8.^ A compound as cl aim ed in any one of Claims 1 to 2 6-; — §©r 
. j- Uce of a compound aa claimed in any one of Claims ' 1 to 2 0" 



for the- roa - nuf acturo 



3 0 30. A method of treatment of a human or non-human animal body 
to combat a thrombotic disorder, which comprises administering 
to said body an effective amount of a compound as claimed in 
claim 1 . 
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compound 



claimed in any one of claims 1 to 26 for 



to combat a - 



compound of formula I as claimed 



claim 1 and named- 



les— h erein , 



■■■■ physiologically 1 tolerabl e 



10 33. A compound of the formula 

r ~ o 



NH, 



N-CH, 



O or a salt thereof. 

£ / 
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accompanying application as follows: 

Please add the Abstract attached on a separate 

sheet . 

In the Claims 

Please cancel Claims 17, 18, 28, 29, 31 and 32 
(without prejudice) ; enter the indicated amendments to Claims 
2, 4 to 7, 9 to 16, 19 to 25, 27 and 33; and enter new Claims 
34 to 36. Directions for amendment of claims are indicated on 
the copy of the attached hand amended {"marked up") original 
claims, showing in manuscript the amendments that have been 
made and the origins of the new claims. Clean forms of new 
and rewritten claims are included in the attached "Clean Set 
of Claims" document. 

Remarks 

This application seeks protection for certain novel 
compounds that are inhibitors of the serine protease, 
Factor Xa, and are useful for the treatment of thrombotic 
disorders. It is the national stage of an international 
application, the claims of which were drafted in accordance 
with international practice. 

Applicants now wish to amend the application to 
bring it into conformity with United States patent practice. 

For the assistance of the Examiner, a copy of the 
original claims is attached, as noted above, showing in 
manuscript the amendments that have been made. 

Claims 17, 18, 28, 29, 31 and 32 have been 
cancelled, without prejudice. 

Claims 2, 4 to 6, 9 to 13, 15 to 16, 19 to 24, 27 
and 33 have been rewritten in single dependent form. 

Claim 2 has been further amended by inserting the 
value "piperidin-4-yl (which may bear a 1-methyl 
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substituent , ) " in the definition of CHR e Rf before "or indan-2- 
yl" . Basis for this amendment may be found in the 
corresponding passage at page 8, lines 22 to 23 of the 
description . 

Claim 7 has been amended by inserting a definition 
for L, based upon page 11, line 16. 

Claim 14 now depends from any one of claims 1 to 13, 
15 to 16 and 19 to 22. Claim 25 now depends from claim 14. 

New claim 34 is based upon Claim 26 and is directed 
to a single compound, 1- ( Indole-6-carbonyl-D-phenylglycinyl ) - 
4- ( l-methylpiperidin-4-yl) piperazine and its physiologically 
tolerable salts. New Claim 35 is based upon Claim 27, and is 
directed to a pharmaceutical composition comprising a compound 
of new Claim 34. Similarly, new Claim 36 is based upon Claim 
30, and is directed to a method of combating a thrombotic 
disorder using a compound of new Claim 34. 

For the convenience of the Examiner, it is noted 
that the compounds of new Claim 34 correspond with formula (I) 
in Claim 1 in which R2 is indol-6-yl, X-X is CONH, Y is CH and 
has the D-conf iguration, Cy is phenyl and R r is -CHR e Rf in 
which CHR e Rf is piperidin-4-yl that bears a methyl group at 
the 1-position. Currently Claims 1, 2, 7 to 16, 19 to 22, 24 
to 27, 30 and 34 to 36 read on these compounds. Claim 33 reads 
on an intermediate useful in the preparation of these 
compounds . 

Favorable consideration of the application is 

reguested. 
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ABSTRACT 



Compounds of formula (I) 

r 

R / X -x- Y - L / LP(D) " 

(I) 

in which R 2 , X, Y, Cy, L and Lp (D) n have the meanings given in 
the specification, are inhibitors of the serine protease, 
Factor Xa and are useful in the treatment of cardiovascular 
disorders . 
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Clean Set of Claims 

1. A serine protease inhibitor compound of formula (I) 

r " 

/X Y .Lp(D) n 

(I) 

wherein : 

R2 is a 5 or 6 membered aromatic carbon ring optionally 
interrupted by a nitrogen, oxygen or sulphur ring atom, 
optionally being substituted in the 3 and/or 4 position (in 
relation to the point of attachment of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido , amino, cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, carboxy, acyloxy, MeS0 2 - or R 1# or the 
substituents at the 3 and 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or R]_j , and optionally substituted in the position 
alpha to the X-X group (i.e. 6 position for a six membered 
aromatic ring etc) by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoalkyl, alkoxy or alkylthio 
with the proviso that R 2 cannot be aminoisoquinolyl ; 

each X independently is a C, N, O or S atom or a CO, 
CR la , C(R la ) 2 or NR la group, at least one X being C, CO, CR la 
or C(R la ) 2 ; 

each R la independently represents hydrogen or hydroxy 1 , 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl alkoxyalkyl , 
alkoxycarbonyl, alkylaminocarbonyl , alkoxycarbonylamino , 
acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 

Rl is as defined for Ri a , provided that R]_ is not 
unsubstituted aminoalkyl; 

Y (the a-atom) is a nitrogen atom or a CR]_k group; 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 



00219/US 



National Phase of PCT/GB01/02553 



-2 - 

R 3a or R 3i x i; 

each R 3a independently is R lc , amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazido, alkyl imidazolyl , thiazolyl, 
5 alkylthiazolyl, alkyloxazolyl , oxazolyl , alkylsulphonamido, 
alkylaminosulphonyl , ami no sul phony 1 , haloalkoxy, haloalkyl, a 
group of the formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is 0 or S ; 
and R 11 and R 12 are independently selected from hydrogen, 
methyl or ethyl or together with the nitrogen atom to which 
10 they are attached form a pyrrolidin- 1 -yl , piperidin-l-yl or 
morpholino group) , or -OCH 2 0- which is bonded to two adjacent 
ring atoms in Cy; 

X± is a bond, O, NH or CH 2 ; 

R 3 i is phenyl, pyridyl or pyrimidinyl optionally 
15 substituted by R3 a ; 

R lb , R lc and R±j are as defined for R la ; and 
-L-Lp(D) n is of the formula: 
O 



N R r 



in which R r is -(CH 2 ) C -R C , -CHR e Rf , -CH 2 -CHR e R f , 
2 0 -CH 2 -CH 2 -CHR e Rf , or R g in which c is 1 or 2 ; R c is thienyl, 
thiazolyl (which may bear an amino substituent) , isothiazolyl , 
oxazolyl, isoxazolyl, pyrazolyl, imidazolyl, pyridyl (which 
may bear an alkyl sulphonyl , aminosulphonyl , 

alkylaminosulphonyl, alkylaminocarbonyl , amino, amido, (1- 
25 4C) alkoxycarbonyl , carboxy, acetylamino, chloro, fluoro, 

cyano, (1-3C) alkyl, trif luoromethyl , methoxy, ethoxy, nitro, 
hydroxy, alkyl sulphonyl amino , triazolyl or tetrazolyl 
substituent), pyrimidinyl, pyridazinyl , pyrazinyl or phenyl 
(which may bear a methyl, methylamino, dimethylamino , carboxy, 
30 dialkylaminosulphonyl, alkyl sulphonyl , aminosulphonyl, 
alkylaminosulphonyl, alkylaminocarbonyl, amino, amido, 
alkoxycarbonyl, acetylamino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy, alkylsulphonylamino, triazolyl or 
tetrazolyl substituent) ; each of R e and Rf independently is 
3 5 hydrogen or C^salkyl; or CHR e Rf is cyclopentyl (which may 
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bear a hydroxy, amino, (1-3C) alkoxy , ( 1-3C) hydroxy alky 1 , (1- 
3C)alkyl, carboxy, methoxycarbonyl or ethoxycarbonyl 
substituent at the 3- or 4 -position) , cyclohexyl (which may 
bear a hydroxy, amino, (1-3C) alkoxy, ( 1 - 3C) hydroxy alky 1 , (1- 
3C)alkyl, carboxy, methoxycarbonyl or ethoxycarbonyl 
substituent at the 3- or 4-position), tetrahydropyran-4 -yl , 
tetrahydrothiopyran-4-yl, pyrrolidin-3 -yl (which may bear a 
hydroxy, amino, (1 -3C) alkoxy , (1-3C) hydroxyalkyl , (l-3C)alkyl, 
carboxy, methoxycarbonyl or ethoxycarbonyl substituent at the 
1-position) , piperidin-4-yl (which may bear a hydroxy, amino, 
(1-3C) alkoxy, ( 1 - 3C) hydroxyalkyl , (l-3C)alkyl, carboxy, 
methoxycarbonyl or ethoxycarbonyl substituent at the 1- 
position) , or indan-2-yl; and R g is 2 -methyl sulphonylphenyl 
which may bear a 4-fluoro substituent or R g is X s -1,1- 
dioxobenzo [b] thiophen-7-yl ; 

or a physiologically- tolerable salt thereof; 
provided that Lp(D)n is not of the formula (K) : 

— so 2 



wherein X 2 is fluoro or hydrogen. 

2. (amended) A compound according to claim 1 
wherein 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
R 3a or Phenyl optionally substituted by R3 a ; 

each R 3a independently is R lc , amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazido, alkyl imidazolyl , 
thiazolyl, alkyl thiazolyl , alkyl oxazolyl, oxazolyl, 
alkyl sulphonami do, alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy and haloalkyl; and 

-L-Lp(D) n is of the formula: 




(K) 
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N R r 



in which R r is -(CH 2 ) C -R C , -CHR e Rf , -CH 2 -CHR e Rf, or R g in 
which c is 1 or 2; R c is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro, methyl, CONH 2 , S0 2 NH 2 , 
5 methylaminosulphonyl, dimethylaminosulphonyl , methoxy or 

methyl sulphonyl substituent) ; each of R e and Rf independently 
is hydrogen or Cx-salkyl; or CHR e Rf is cyclopentyl (which may 
bear a methyl, ethyl or hydroxymethyl substituent at the 3- or 
4 -position) , cyclohexyl (which may bear a methyl, ethyl or 

10 hydroxymethyl, (l-3C)alkyl, carboxy, methoxycarbonyl or 
ethoxycarbonyl substituent at the 3- or 4 -position) , 
tetrahydropyran-4-yl , tetrahydrothiopyran-4-yl , pyrrol idin- 3 - 
yl (which may bear a 1 -methyl substituent) , piperidin-4 -yl 
(which may bear a 1-methyl substituent), or indan-2-yl; and R g 

15 is 2 -methyl sulphonylphenyl which may bear a 4 -fluoro 

substituent or Rg is A, 6 - 1 , 1 -dioxobenzo [b] thiophen- 7 -yl . 

3. A compound according to claim 1 wherein -L-Lp (D) n is of 
the formula: 



in which R r is -(CH 2 ) C -R C ; in which c is 2; R c is 
thienyl, thiazolyl (which may bear an amino substituent), 
isothiazolyl , oxazolyl, isoxazolyl, pyrazolyl, imidazolyl, 
pyridyl (which may bear an amino, methoxycarbonyl, carboxy, 

2 5 fluoro, cyano, methyl, methyl sulphonyl , aminosulphonyl , 

methylaminosulfonyl , dimethylaminosulf onyl , or trif luoromethyl 
substituent) , pyrimidinyl, pyridazinyl, pyrazinyl or phenyl 
(which phenyl may bear a fluoro, chloro, cyano, methyl, amino, 
methyl sulphonyl , aminosulphonyl, methylaminosulphonyl, 

30 dimethylaminosulphonyl, methylamino, dimethyl amino , carboxy, 
methoxycarbonyl or methoxy substituent) . 



20 




00219/US 



National Phase of PCT/GB01/02553 



- 5 - 

4. (amended) A compound according to claim 3 wherein Rc is 
thiazolyl (which may bear an amino substituent) , pyrimidinyl , 
pyrazolyl, imidazolyl, pyridyl (which may bear a 

methyl sulphonyl , aminosulphonyl , methylaminosulf onyl , 
5 dimethylaminosulfonyl, fluoro, cyano, methyl or 

trifluoromethyl substituent), pyridazinyl, pyrazinyl or phenyl 
(which phenyl may bear a fluoro, chloro, cyano, methyl, amino, 
methylamino, dimethyl amino , carboxy, methoxycarbonyl , 
methyl sulphonyl, aminosulphonyl, methylaminosulf onyl , 
10 dimethylaminosulfonyl, or methoxy substituent) . 

5. (amended) A compound according to claim 4 wherein Rc is 
u thiazolyl (which may bear an amino substituent), pyrazolyl, 

0 imidazolyl, pyridyl (which may bear a fluoro, cyano, methyl or 

15 trifluoromethyl substituent), pyridazinyl or pyrazinyl. 

c 

«~ 6. (amended) A compound according to claim 5 wherein Rc is 

NI thiazol-2-yl , 2-aminothiazol-4-yl , pyrazol-l-yl , pyrazol-4-yl , 

% pyridazin-3-yl, imidazol-l-yl , imidazol -4 -yl , pyrazin-2-yl , 

fjj 20 pyrid-2-yl, pyrid-3-yl, pyrid-4-yl, 3 - f luoropyrid-4 -yl , 2- 

5 cyanopyrid-4-yl, 2 -methylpyrid-4 -yl or 2 -trif luoromethylpyrid- 

Q 6-yl. 

7. (amended) A compound according to claim 1 wherein L is CO 

25 and -Lp(D) n is of the formula: 
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5 




wherein; 

m represents 0 or 1; 
10 X° represents CH or N; and 

when R3 is present as a substituent on an aromatic ring, 
it is selected from hydrogen, alkyl sulphonyl , aminosulphonyl , 
alkylaminosulphonyl , alkylaminocarbonyl , amino, ami do, 
alkoxycarbonyl , acetylamino, chloro, fluoro, cyano, methoxy, 
15 ethoxy, nitro, hydroxy, alkylsulphonylamino, triazolyl and 
tetrazolyl; and 

when R3 is present as a substituent on a saturated ring, 
it is selected from hydrogen, hydroxy, amino, ( 1 - 3C) alkoxy , 
(1-3C) hydroxyalkyl , (1-3C) alkyl, carboxy, methoxycarbonyl and 
2 0 ethoxycarbonyl . 

8. A compound according to claim 7 wherein -Lp (D) n is of the 
formula : 



00219/US 



National Phase of PCT/GB01/02553 




wherein Rj_ is hydrogen or (1-6C) alkyl . 

5 

9. (amended) A compound according to claim 1 wherein R 2 is 
phenyl, thien-2-yl, naphthyl, indol-2-yl, indol-6-yl, 

benzo [b] furan-5-yl , benzo [b] thiophen-2-yl or benzimidazol -2 -yl 
(each of which is optionally substituted as defined in claim 
10 1) . 

10. (amended) A compound according to claim 9 wherein optional 
substituents for R 2 are selected from: 

fluoro, chloro, bromo, iodo, nitro, thiol, dif luoromethoxy , 
15 trif luoromethoxy , hydrazido, methylhydrazido, amino, cyano, 
trif luoromethyl , methylthio, vinyl, ethynyl , acetylamino, 
carboxy, acetoxy, hydroxy, methyl, ethyl, amido (CONH2)/ 
aminomethyl, methoxy and ethoxy. 

20 11. (amended.) A compound according to claim 1 wherein R 2 is 
selected from one of the formula (A 1 ) to (H 1 ) : 
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(F) (G') 

-■CO- 

(H 1 ) 

wherein X4 is O or S, R13 is selected from hydrogen, 
fluoro, [except for (C ' ) ] chloro or methyl and R 14 is selected 
from hydrogen, methyl, ethyl, fluoro, chloro, and methoxy and 
R 15 is selected from hydrogen, methyl, fluoro, chloro and 
amino . 

12. (amended) A compound according to claim 11, wherein R2 is 
4-chlorophenyl , 4 -methoxyphenyl , 3 -amino -4 -chlorophenyl , 
indol-2-yl, 5-chloroindol-2 -yl , indol-6-yl, 3 -chloroindol-6-yl 
or 3 -methyl indol- 6-yl . 

13. (amended) A compound according to claim 1 wherein -X-X- is 
-CONH- . 
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14. (amended) A compound according to any one of claims 1 to 
13, 15 to 16 and 19 to 22 wherein Y is CH. 

15. (amended) A compound according to claim 1 wherein Cy is 
5 an optionally R 3a substituted: phenyl, pyridyl , thienyl, 

thiazolyl, naphthyl , piperidinyl, f uranyl , pyrrolyl , 
isoxazolyl, isothiazolyl , pyrazolyl, oxazolyl, imidazolyl , 
1,2,4-thiadiazolyl, 1 , 3 , 4 - thiadiazolyl , pyrimidinyl, 
pyridazinyl, quinolyl , isoquinolyl, benzof uryl , benzothienyl 
10 or cycloalkyl group, or a phenyl group substituted by R 3 iX± in 
which X± is a bond, 0, NH or CH 2 and R 3i is phenyl, pyridyl or 
pyrimidyl optionally substituted by R 3a . 

H 16. (amended) A compound according to claim 2 wherein Cy is an 
| 15 optionally R 3a substituted: phenyl, pyridyl, thienyl, 
y- thiazolyl, naphthyl, piperidinyl or cycloalkyl group. 

Ill 17. (cancelled on national phase entry) 

■q 20 18. (cancelled on national phase entry) 

% 19. (amended) A compound according to claim 15 wherein R 3a is 
P selected from hydrogen, hydroxyl , methoxy, ethoxy, methyl, 
M ' ethyl, methylaminomethyl, dimethyl aminomethyl , hydroxymethyl , 
25 carboxy, methoxymethyl , methoxycarbonyl , ethoxycarbonyl , 
methylaminocarbonyl, dimethylamino-carbonyl , aminomethyl, 
CONH 2 , CH 2 CONH 2 , acetylamino, methoxycarbonylamino , 
ethoxycarbonylamino, t-butoxycarbonylamino , amino, fluoro, 
chloro, bromo, cyano, nitro, thiol, methyl thio, 
30 methyl sulphonyl , ethyl sulphonyl , methylsulphenyl , 
methyl sulphonyl ami do, ethyl sulphonyl amido, 

methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trif luoromethoxy, trif luoromethyl , bromo, -OCH 2 0- (which is 
bonded to two adjacent ring atoms in Cy) and -C (X 3 ) N (rH) r!2 
3 5 (wherein X 3 is O or S and R 11 and R 12 are independently 

selected from hydrogen, methyl or ethyl or together with the 
nitrogen atom to which they are attached form a pyrrolidin-1- 
yl, piperidin-l-yl or morpholino group) . 
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20. (amended) A compound according to claim 16 wherein R3 a is 
selected from hydrogen, hydroxyl , methoxy, ethoxy, methyl, 
ethyl, methylaminomethyl, dimethyl aminomethyl , hydroxymethyl , 
carboxy, methoxymethyl , methoxycarbonyl , ethoxycarbonyl , 
methyl aminocarbonyl , dimethyl amino - carbonyl , aminomethyl, 
CONH 2 , CH 2 CONH 2 , acetylamino, methoxycarbonylamino , 
ethoxycarbonyl amino, t - but oxycarbonyl amino , amino, fluoro, 
chloro, cyano, nitro, thiol, methyl thio, methyl sulphonyl , 
ethyl sulphonyl , methyl sulphenyl , methyl sulphonyl amido , 
ethyl sulphonylamido, methyl aminosulphonyl , 

ethylaminosulphonyl, aminosulphonyl, trif luoromethoxy and 
trif luoromethyl . 

21. (amended) A compound according to claim 1 wherein Cy is 
selected from: 



00219/US 



National Phase of PCT/GB01/02553 



- 12 - 




O wherein: 

~~, X' is selected from 0, S and NMe ; 

nl 5 X' ' is selected from 0 and S; 

X 1 " is selected from 0, S, NH and NMe; 
Y' is selected from hydrogen, amino and methyl; 
R Q is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy, methylthio, methyl sulphinyl and 
10 methyl sulphonyl ; 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy, methylthio, methyl sulphinyl , 
methyl sulphonyl , carboxy, methoxycarbonyl and a group of the 
formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is 0 or S and R 11 and R 12 
15 are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 
form a pyrrolidin-l-yl , piperidin-l-yl or morpholino group) ; 
Rp is selected from hydrogen and fluoro; or 
R Q and R m or R m and Rp form an -0CH 2 0- group; or 
2 0 R Q and R m together with the ring to which they are attached 
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form a 5 or 6 membered aryl or heteroaryl ring (wherein the 
heteroary ring contains 1 or 2 heteroatoms selected from 
nitrogen, oxygen and sulfur) ; 

one of R o1 and R o2 is hydrogen and the other is R Q ; 

22. (amended) A compound according to claim 1 wherein Cy is 
selected from phenyl, 2 -chlorophenyl , 2 -methoxyphenyl , 
4-carbamoylphenyl, pyrid-2-yl, pyrid-4-yl, thien-2-yl, thien- 
3-yl, furan-2-yl, furan-3-yl, imidazol -2 -yl , thiazol -2 -yl , 
thiazol-4-yl, thiazol-5-yl and quinolin-4 -yl . 

23. (amended) A compound of the formula: 



wherein Cy and R 2 are as defined in claim 1 . 

25. (amended) A compound as claimed in Claim 14, in which the 
alpha atom in Y is carbon and has the conformation that would 
result from construction from a D-a-aminoacid 

NH2-CR]_ b (Cy) -COOH where the NH 2 represents part of X-X. 

26. A compound as claimed in Claim 1, which is selected from: 
1- (Indole- 6 -carbonyl-D-phenylglycinyl ) -4- [2- (4 -pyridinyl ) - 
ethyl] piperazine ; 

1- (3-Chloroindole-6-carbonyl-D-phenylglycinyl) - 
4- [2- (4 -pyridinyl) ethyl] piperazine; 

1- (4-Methoxybenzoyl-D-phenylglycinyl) -4- (l-methylpiperidin-4- 




NHCOR 2 

wherein Cy, R 2 and R c are as defined in claim 1. 



24. (amended) A compound of the formula: 




NHCOR 2 
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yl ) piperazine ; 

1- (Indole- 6 -carbonyl -D-phenylglycinyl ) -4- (l-methylpiperidin-4 - 
yl) piperazine ; 

1- (4-Methoxybenzoyl-D- (2 -chlorophenyl) glycinyl) -4- (l-methyl- 
piperidin-4 -yl ) piperazine ; 

1- (Indole -6 -carbonyl -D- (2 -chlorophenyl) glycinyl) -4- (l-methyl- 
piperidin-4 -yl) piperazine; and 

1- (4-Methoxybenzoyl-D- (2 -trif luoromethylphenyl ) glycinyl ) -4- (1- 

methylpiperidin-4 -yl ) piperazine ; 

and physiologically-tolerable salts thereof. 

27. (amended) A pharmaceutical composition, which comprises a 
compound as claimed in Claim 1 together with at least one 
pharmaceutically acceptable carrier or excipient. 

28. (cancelled on national phase entry) 

29. (cancelled on national phase entry) 

30. A method of treatment of a human or non-human animal body 
to combat a thrombotic disorder, which comprises administering 
to said body an effective amount of a compound as claimed in 
claim 1. 

31. (cancelled on national phase entry) 

32. (cancelled on national phase entry) 

33. (amended) A compound of the formula 



in which Cy is as defined in Claim 1, or a salt thereof. 




NH 2 



34. (new) 1- (Indole-6-carbonyl-D-phenylglycinyl) -4- (1- 
methylpiperidin-4-yl) piperazine; or a physiologically- 
tolerable salt thereof. 
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35. (new) A pharmaceutical composition, which comprises a 
compound as claimed in Claim 34 together with at least one 
pharmaceutically acceptable carrier or excipient . 

36. (new) A method of treatment of a human or non-human animal 
body to combat a thrombotic disorder, which comprises 
administering to said body an effective amount of a compound 
as claimed in claim 34. 



